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different from normal" than tumor and normal
parent are from other tissues. This "less different"

Cancer Immunotherapy: state should make tumors especially amenable to
A Word of Caution About "immune controls," as a normal developmental
"A Word of Cautious Dissent" control mechanism already exists for this very

purpose.
TO THE EDITOR: In a recent critique of the This concept is in consonance with that of an
potential therapeutic value of cancer immuno- antitumor effect of non-specific stimulation of
therapy,' Dr. Hall sets forth a theoretical basis "immunity." One simply has to "beef up" a nor-
for limitations. He points out the weakness of mal developmental control mechanism. Thosehumanftumor antigensoand lte tha makn hu cancers which are due to true neo-antigens mayhuman tumor antigenshav proen to be p uc not have much therapeutic edge on those which
ofnn mormalcelswhcharepeithein the wrongc are "less different" from their parent tissue andof normal cells which are either in the wrong hnercgial ynra ehnss
anatomic location or of fetal origin. This lt The fact that clinical immunotherapy has notobservation should theoretically lead to a kind of Tee a that sclinica i utheray has not
"hrrr uttoics reutn fro efeciv im- been a smashing success to date may be due to the

munrotherapyotosincetumclresn nrot dfferenteim

limitation in capacity of a normal developmentalmunotherapy since tumor cells are not different
mcaimwihwsntgae ohnlfrmsoeonoeicpas fthi*nra mechanism which was not geared to handle a

cromsounterpart ontogenicphaseoftheirnorm large volume of ectopic cells. With a better under-
Yeuntexparten otheojto prv sa standing of the normal monitoring of tissue com-

ratexionaewi should make objectimmnsothe esu a

partmentalization under the direction of therationale which should make immunotherapy suc-
"muersos, ehiust xadti

cessful. Burnet's concept2 is that the "immune "
system" resulted from an evolutionary pressure developmcntal mechanism are very likely to be
for "immune surveillance" of cancer. It would therapeutically exploitable with a large volume
appear much more likely that "immunity" of ectopic tissue.

evolved aThe current techniques for managing cancer

foolvedprtta deopentccoflh r ora- include mutilation, deadly rays, and lethal poisons.necessary forThese modern counterparts of trephining out evilnisms. The "crudely compartmentalized" lower Thes can onterts of orizing
organism can differentiate with chemical gradients spirits can only be thought of as temporizing
and inducing substances. In higher organisms, measures. Diseases of fundamental biology must
mesenchymal subcompartments interact with each eventually be approached with fundamental bio-
other and with parenchyma in a physiologically logic therapeutics. Learning to exploit the best

and anatomcally intrcate way.nature has to offer is the best chance to make
Indanatheeorcalintrissthe would beevolutiodoctors more sophisticated than the diseases weIn these orgamsms there wouldetetianar treat, and will be essential for the much needed

presuesformehaiss wic dtet ad epix improvement in therapeutic ratios of cancerthe loss of integrity of compartmental interfaces impremc
during development and during repair of certain therapies.
types of injury. Evidence for this viewpoint is the BARRY B. LOWITZ, MDChief, Outpatient Section
rapid removal of non-neoplastic ectopic paren- Medical Service
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normal," I would propose that they are "less an o imm3une cell cytotoxicity. Proc Natl Acad Sci USA 70:
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